Toxicology of AMSA in beagle dogs and CDF1 mice.
The toxic effects of AMSA in single-dose (x1) or five-daily-dose (x5) regimens were studied in male and female beagle dogs and CDF1 mice. AMSA was administered orally via gelatin capsules to dogs and as a Klucel suspension to mice. Suitable placebo controls were evaluated. Doses in dogs ranged from 62.5 to 1000 mg/m2 (lethal dose [LD]) for the x1 study and from 31.25 to 500 mg/m2 (LD) for the x5 study. Dogs given the LD (x1 and x5) had degenerative lesions in the gastrointestinal mucosa, depletion of bone marrow hematopoietic tissue, and lymphoid depletion. These lesions were not seen at doses lower than the LD in the x1 study but were present in the x5 study, with severity related to dose. Toxicity appeared to be reversible at the lower doses since animals killed after a 45-day observation period had none of the above lesions. Clinical signs of emesis, diarrhea, and weight loss correlated with the above lesions as did the depressed wbc counts. The toxicity in dogs was dose- and schedule-dependent. The 14-day LD10, LD50, and LD90 values (mg/m2) for mice in the x1 study were as follows: LD10, 440 in males and 475 in females; LD50, 810 in males and 728 in females; and LD90, 1489 in males and 1117 in females. Mortality was observed initially on Day 4. Single-dose toxicity studies were conducted in mice by oral administration of doses equal to one-half of the LD10, the LD10, and the LD50. The major drug-related lesions in mice included thymic degeneration and atrophy and bone marrow depletion at the higher dose levels, while the major drug-related lesions in dogs included enteric mucosal degeneration and generalized lymphoid and bone marrow depletion. The toxicity of AMSA was reversible in mice and dogs.